CLAIMS 



What is claimed is: 



1. 



A compound of formula I: 




E-Y 



(I) 



or stereoisomers or pharmaceutically acceptable salts 
thereof, wherein: 

M is absent or selected from CH2, CHR^, CHRi3, cRi^R^^, and 

CR5r13 ; 

Q is selected from CH2, CHR5, CHR13 , cr13r13 ^ and CR5r13; 

J, K, and L are independently selected from CH2 , CHR5 , CHR^, 
CRSrS and CR^R^; 

with the provisos: 

1) at least one of M, J, K, L, or Q contains an R^; and 

2) when M is absent, J is selected from CH2 , CHR^ , 
CHR13 , 

and Cr5r13; 

E is -(CR7r8) -(CR9RlO)v-; 
Y is selected from: 
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X is selected from NR14, o, and S; 

Z is selected from C(0)r3, S{0)2R^, C(0)0R3, C(0)NR2r3, 
C(=NR1)NR2r3, C(=CHCN)NR2r3, C { =CHN02 ) NR2r3 , 
C (=C (CN) 2)NR2r3, and (CR'R' ) t-phenyl substituted with 0-5 
Rl5; 

R', at each occurrence, is selected from H, Ci-e alkyl, C2-8 
alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, and 
(CH2)rPtienyl substituted with R^^e; 

Ri is selected from H, Ci-e alkyl, C3-6 cycloalkyl, OH, CN, 
and 

(CH2)wPlienyl; 

r2 is selected from H, Ci_8 alkyl, C2-8 alkenyl, C2-8 alkynyl, 
(CH2)rC3-6 cycloalkyl, and a (CH2)r-C3-io carbocyclic 
residue substituted with 0-5 R^^; 

R2a, at each occurrence, is selected from Ci_4 alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, Cl, Br, I, 
F, (CF2)rCF3, NO2 , CN, ( CH2 ) rNR21'R21^ , (CH2)rOH, 
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(CH2)rOR2c, (CH2)rSH, (CH2)rSR2c, (CH2 ) rC (O) R2b, 
(CH2)rC(0)NR2bR2b^ (CH2 ) rNR^^^C (O) R2t>, (CH2 ) rC (O) OR2b, 
( CH2 ) rOC ( O ) R2 c , { CH2 ) rCH ( =NR2b ) NR2bR2b _ 
(CH2)rNHC(=NR2b)NR2bR2b^ (CH2 ) rS (0) pR2c , 
5 (CH2)rS{0)2NR2l3R2b, (CH2 ) rNR^l'S (O) 2R2^ , and ( CH2 ) rPhenyl ; 

R2b, at each occurrence, is selected from H, Ci-g alkyl, C3-6 
cycloalkyl, and phenyl; 

10 r2c, at each occurrence, is selected from C1-5 alkyl, C3-6 
cycloalkyl, and phenyl; 

r3 is selected from a Cr3'r3"r3"^ (CR3 'r3 " ) ..^-Cs-io carbocyclic 
residue substituted with 0-5 r15 and a (CR3 'r3" ) j.-5-io 
'^'I^IS membered heterocyclic system containing 1-4 heteroatoms 

selected from N, O, and S, substituted with 0-3 R^^. 

r3' and r3", at each occurrence, are selected from H, Ci_6 
alkyl, (CH2)rC3-6 cycloalkyl, and phenyl; 

R^ is absent, taken with the nitrogen to which it is attached 
to form an N-oxide, or selected from Ci-e alkyl, C2-8 
alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, 
(CH2)qC(0)R4b, {CH2)qC(0)NR4aR4a', (CH2 ) qC (O) OR^b, and a 
(CH2)r-C3-l0 carbocyclic residue substituted with 0-3 

R4C; 

R*^ and r4^', at each occurrence, are selected from H, Ci-g 
alkyl, (CH2)rC3-6 cycloalkyl, and phenyl; 
30 

R'^b^ at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, (CH2)rC3-6 cycloalkyl, C2-8 alkynyl, and phenyl; 

R^c, at each occurrence, is selected from Ci_6 alkyl, C2-8 
35 alkenyl, C2-8 alkynyl, C3_6 cycloalkyl, Cl, F, Br, I, CN, 

NO2, (CF2)rCF3, (CH2)rOCi-5 alkyl, (CH2)rOH, (CH2)rSCi_5 
alkyl, (CH2)rNR4^R4^', and (CH2 ) rPhenyl ; 
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r5 is selected from a {CR^'rS" ) t-Cs-io carbocyclic residue 

substituted with 0-5 R^^ and a (CR^'R^" ) t-5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R^^; 

5 

r5' and R^", at each occurrence, are selected from H, Ci_6 
alkyl, (CH2)rC3-6 cycloalkyl, and phenyl; 



r6, at each occurrence, is selected from Ci_4 alkyl, C2-8 
10 alkenyl, C2-8 alkynyl, {CH2)rC3-6 cycloalkyl, (CF2)rCF3, 

CN, (CH2)rNR^^R^^'' (CH2)rOH, (CH2)rOR6^, (CH2)rSH, 
(CH2)rSR^^, (CH2)rC(0)0H, (CH2 ) rC (O) R^b, 

(CH2)rC{0)NR6aR6a', (CH2) rNR^^^C (O) R^a, (CH2 ) rC (O) OR^^^, 
(CH2)rOC(0)R6b, {CH2 ) rS (O) pR^b, (CH2 ) rS (O) aNR^aRSa' , 
(CH2)rNR^<^S(0)2R^^, and (CH2)tPhenyl substituted with 0-3 

.ft 

S ^ ' 

R6a and r6^', at each occurrence, are selected from H, Ci-e 

alkyl, C3-6 cycloalkyl, and phenyl siibstituted with 0-3 
;20 R^'=; 

5 R^b, at each occurrence, is selected from Ci_6 alkyl, C3-6 
03 cycloalkyl, and phenyl substituted with 0-3 R^'^; 

25 r6<=, at each occurrence, is selected from Ci_6 alkyl, C3-6 

cycloalkyl, Cl, F, Br, I, CN, NO2 , (CF2)rCF3, (CH2)rOCi_5 
alkyl, (CH2)rOH, (CH2)rSCi_5 alkyl, and (CH2 ) rNR6^R^'^; 
R6<^, at each occurrence, is selected from H, Ci_6 alkyl, and 

3 0 C3-6 cycloalkyl; 

r7 is selected from H, Ci-s alkyl, C2-8 alkenyl, C2-8 alkynyl, 
(CH2)qOH, (CH2)qSH, {CH2)qOR7d, (CH2)qSR7d, (CH2 ) qNR7aR7a' , 
(CH2)rC{0)0H, {CH2 ) rC (O) R^^, (CH2 ) rC (O) NR7aR7a' , 
35 (CH2)qNR7ac(0)R7a, (CH2 ) rC (O) OR^b, (CH2 ) qOC (O) R^b, 

(CH2)qS(0)pR71>, {CH2)gS{0)2NR'7aR7a', (CH2 ) qNR^^S (O) 2R7^, 
Ci-6 haloalkyl, a (CH2)r-C3-io carbocyclic residue 
substituted with 0-3 R^c, and a (CH2)r-5-10 membered 
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heterocyclic system containing 1-4' heteroatoms selected, 
from N, O, and S, substituted with 0-2 R^C; 

r'^^ and R'^^', at each occurrence, are selected from H, Ci-g 

alkyl, C2-8 alkenyl, C2-8 alkynyl, {CH2)rC3-6 cycloalkyl, 
a (CH2)r-C3-io carbocyclic residue substituted with 0-5 
R^e, and a (CH2)r-5-10 membered heterocyclic system 
containing 1-4 heteroatoms selected from N, O, and S, 
substituted with 0-3 R^^; 

r'^^, at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, a (CH2)r-C3-6 carbocyclic residue 
substituted with 0-2 R^e, and a (CH2)r-5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R^e,- 

R^^, at each occurrence, is selected from C1-4 alkyl, C2-8 

alkenyl, C2-8 alkynyl, {CH2)rC3-6 cycloalkyl, Cl, Br, I, 
F, (CF2)rCF3, NO2 , CN, ( CH2 ) r^R'^ ^R'^ ^ / (CH2)rOH, (CH2)rOCi_ 
4 alkyl, (CH2)rSCi-4 alkyl, (CH2 ) rC (O) OH, (CH2 ) rC (O) R'^b, 

(CH2)rC(0)NR7fR7f, (CH2 ) rNR^fC (O) R^a, (CH2 ) rC (O) 0Ci_4 
alkyl, (CH2)rOC(0)R7b, (CH2) rC {=NR7f ) NR^fR^f , 

(CH2)rS (0)pR7b, ( CH2 ) rNHC ( =NR7 f ) NR? f r7 f , 

(CH2)rS(0)2NR7fR7f , (CH2 ) r^R'^^S (O) 2R'^^, and ( CH2 ) rPheny 1 
substituted with 0-3 R^®; 

R7d, at each occurrence, is selected from Ci-g alkyl 

substituted with 0-3 R^^, alkenyl, alkynyl, and a C3_io 
carbocyclic residue substituted with 0-3 b7^; 

R7e, at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, C3-6 cycloalkyl, Cl, F, Br, I, CN, 
NO2, {CF2)rCF3, {CH2)rOCi-5 alkyl, OH, SH, (CH2)rSCi_5 
alkyl, (CH2)rNR'^fR'^^, and ( CH2 ) rPheny 1 ; 

R7f, at each occurrence, is selected from H, C1-5 alkyl, and 
C3-6 cycloalkyl; 
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r8 is selected from H, Ci-e alkyl, C3-6 cycloalkyl, and 
(CH2) tPlienyl substituted with 0-3 R^^; 

R^a, at each occurrence, is selected from Ci-g alkyl, C2-8 

alkenyl, C2-8 alkynyl, C3-6 cycloalkyl, Cl, F, Br, I, CN, 
NO2, (CF2)rCF3, (CH2)rOCi-5 alkyl, OH, SH, (CH2)rSCi_5 
alkyl, (CH2)rNR'^^R'^^' and ( CH2 ) rPhenyl ; 

alternatively, R"^ and join to form C3-7 cycloalkyl, or 
=NR8b; 

RSb is selected from H, Ci-6 alkyl, C3-6 cycloalkyl, OH, CN, 
and 

(CH2 )r -phenyl ; 

r5 is independently selected from H, Ci_8 alkyl, C2-8 alkenyl, 
C2-8 alkynyl, F, Cl, Br, I, NO2, CN, (CH2)rOH, (CH2)rSH, 
(CH2)rOR5^, (CH2)rSR9^, (CH2 ) rNR^^R^^' , (CH2 ) rC (O) OH, 
(CH2)rC(0)R9'^, {CH2)rC{0)NR9aR9a', (CH2 ) rNR^^C (O) R^a, 
(CH2)rNR9aC(0)H, (CH2) rC (0) OR^^^, (CH2 ) rOC (O) R^b, 
(CH2)rS(0)pR9J^, (CH2 ) rS (O) 2NR9aR9a' , (CH2 ) rNR^as (O) 2R^^, 
Ci-6 haloalkyl, a (CH2)r-C3-io carbocyclic residue 
substituted with 0-5 R^^, and a (CH2)r-5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R^^; 

r9' is independently selected from H, Ci-s alkyl, C2-8 

alkenyl, C2-8 alkynyl, F, Cl, Br, I, NO2 , CN, (CH2)rOH, 
(CH2)rSH, (CH2)rOR9'^, (CH2)rSR9'^, (CH2 ) rNR^^R^^' , 
{CH2)rC(0)0H, (CH2 ) rC (O) R^^, (CH2 ) rC (O) NR^aRSa' ^ 
(CH2)rNR^^C(0)R9^, {CH2 ) rNR^^C (0) H, (CH2) rC (O) OR^^^, 
(CH2)rOC(0)R9b, (CH2)rS(0)pR9fc>, (CH2 ) rS (O) 2NR9aR9a' , 
(CH2)rNR^^S(0)2R^^, Ci-6 haloalkyl, (CH2)r-C3-6 
cycloalkyl, ( CH2 ) q-phenyl substituted with 0-5 R^c, and 
a (CH2)q-5-10 membered heterocyclic system containing 
1-4 heteroatoms selected from N, O, and S, substituted 
with 0-3 r9c; 
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R^s and R^^' , at each occurrence, are selected from H, Ci-g 
alkyl, C2-8 alkenyl, C2-8 alkynyl, a (CH2)r-C3-lO 
carbocyclic residue substituted with 0-5 R^®, and a 
(CH2)r-5-10 membered heterocyclic system containing 1-4 
5 heteroatoms selected from N, O, and S, substituted with 

0-3 R9e; 

R9t>, at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, a {CH2)r-C3-6 carbocyclic residue 
10 substituted with 0-2 R^®, and a (CH2)r-5-6 membered 

heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R^^; 

r9<=, at each occurrence, is selected from C1-4 alkyl, C2-B 
15 alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, CI, Br, I, 

3 F, {CF2)rCF3, NO2 , CN, ( CH2 ) rNR^ ^ R^ f , (CH2)rOH, (CH2)rOCi_ 

/•^ 4 alkyl, (CH2)rSCi-4 alkyl, {CH2 ) rC (orOH, (CH2 ) rC (O) R^^, 

;* (CH2)rC(0)NR9fR9f, (CH2 ) rNR^fC (O) R^^, {CH2 ) rC (O) 0Ci_4 

W alkyl, (CH2)rOC(0)R9b, {CH2) rC (=NR9f )NR9fR9f , 

J'^0 (CH2)rS(0)pR9b, { CH2 ) rNHC ( =NR9 f ) NR^ f R^ f , 

I* (CH2)rS(0)2NR9fR9f, (CH2 ) rNR^f S (O) 2R^^/ and (CH2)rPhenyl 

f'^ substituted with 0-3 R^^; 

O R^^, at each occurrence, is selected from Ci_6 alkyl, C2-6 
'^ 25 alkenyl, C2-6 alkynyl, a Cs-io carbocyclic residue 

substituted with 0-3 R^^, and a 5-6 meinbered 
heterocyclic system containing 1-4 heteroatoms selected 
from the group consisting of N, 0, and S substituted 
with 0-3 r9c; 

30 

R^e, at each occurrence, is selected from Ci-e alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, Cl, F, Br, 
I, CN, NO2, (CF2)rCF3, {CH2)rOCi-5 alkyl, OH, SH, 
(CH2)rSCi_5 alkyl, (CH2 ) rNR^^R^f , and ( CH2 ) rPhenyl ; 

35 

R^f, at each occurrence, is selected from H, C1-5 alkyl, and 
C3-6 cycloalkyl; 
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Rio is independently selected from H, Ci-s alkyl, C2-8 

alkenyl, C2-8 alkynyl, F, CI, Br, I, NO2, CN, {CH2)rOH, 
(CH2)rORl0d, (cH2)rSRlOd, {CH2 ) rNRlO^Rl°^' , (CH2) rC (O) OH, 
{CH2)rC(O)Rl01=, (CH2 ) rC (O) NRIO^RIO^' , (CH2 ) rNRl^ac (O) RIO^, 
5 (CH2)rNRlO^C(0)H, {CH2 ) rC (O) ORlOb, (CH2 ) rOC (O) R^Ob, 

{CH2 ) rS (O) pR"b, (CH2) rS (O) 2NR10^R10^' ^ 
{CH2)rNRl°^S{0)2R^°^/ Ci-6 haloalkyl, a (CH2)r-C3-lO 
carbocyclic residue substituted with 0-5 R^Oc^ and a 
(CH2)r-5-10 membered heterocyclic system containing 1-4 
10 heteroatoms selected from N, O, and S, substituted with 

0-3 RlOc; 

RlOa and R^O^' , at each occurrence, are selected from H, Ci_6 
alkyl, C2-8 alkenyl, C2-8 alkynyl, a {CH2)r-C3-iO 
15 carbocyclic residue substituted with 0-5 Rio^, and a 

(CH2)r-5-10 membered heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-3 RlO^; 

2 0 RiOb^ at each occurrence, is selected from Ci-6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, a (CH2)r-C3-6 carbocyclic residue 
substituted with 0-2 R^°^, and a (CH2)r-5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R^Oe. 

25 

RiOc^ at each occurrence, is selected from Ci_4 alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, Cl, Br, I, 
F, (CF2)rCF3, NO2 , CN, (CH2 ) rNR^O^ R^^^ , (CH2)rOH, 
(CH2)rOCi-4 alkyl, {CH2)rSCi-4 alkyl, (CH2 ) rC (O) OH, 

30 (CH2)rC{0)RlOJ=, {CH2 ) rC (O) NRlOfR^Of , {CH2 ) rNRlO^C (O) R^O^, 

{CH2)rC(0)OCi_4 alkyl, (CH2 ) rOC (O) RlO^, 
(CH2)rC(=NRl0f)NRl0fRl0f, (CH2 ) rS (O) pR^^^, 
{CH2)rNHC(=NRlOf)NRlOfRlOf, {CH2 ) rS (0) 2NRl0fRl0f , 
(CH2)rNRl°fS{0)2R^°'^, and (CH2)rPhenyl substituted with 0- 

35 3 RlOe; 

RiOd^ at each occurrence, is selected from Ci_6 alkyl, C2-6 
alkenyl, C2-6 alkynyl, a C3-10 carbocyclic residue 
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substituted with 0-3 R^o^, and a 5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from the group consisting of N, O, and S substituted 
with 0-3 Rioc; 

RiOe^ at each occurrence, is selected from Ci-e alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, Cl, F, Br, 
I, CN, NO2, (CF2)rCF3, (CH2)rOCi-5 alkyl, OH, SH, 
{CH2)rSCi-5 alkyl, (CH2) rNRiofR^^^ , and ( CH2 ) rPheny 1 ; 

RlOf, at each occurrence, is selected from H, C1-5 alkyl, and 
C3-6 cycloalkyl; 

with the proviso that when R^O is -OH, R^ is not halogen, 

cyano, or bonded to the carbon to which it is attached 
through a heteroatom; 

alternatively, R^ and R^O join to form C3-7 cycloalkyl; 

Rii is selected from H, Ci_8 alkyl, C2-8 alkenyl, C2-8 alkynyl, 
(CH2)qOH, {CH2)qSH, (CH2 ) qOR^^^, {CH2)qSRlld, 
(CH2)qNRll^Rll^\ (CH2)rC(0)0H, (CH2 ) rC (O) R^l^ , 
(CH2)rC(0)NRllaRll^', (CH2 ) qNRH^C (O) R^^, (CH2 ) rC (O) 0R1"=, 
(CH2)gOC(0)Rlll=, (CH2)qS{0)pRllb, (CH2 ) qS (O) sNRII^RII^' , 
(CH2)qNRllaS(0)2R^^^' ^1-6 haloalkyl , a (CH2)r-C3-10 

carbocyclic residue substituted with 0-5 R^^^, and a 
(CH2)r-5-10 membered heterocyclic system containing 1-4 

heteroatoms selected from N, O, and S, substituted with 
0-3 Rllc; 

is selected from H, Ci-s alkyl, C2-8 alkenyl, C2-8 
alkynyl, (CH2)qOH, (CH2)qSH, {CH2)qORlld, (CH2 ) qSRll<^, 
(CH2)qNRll^Rll^', {CH2 ) rC (O) OH, (CH2) rC (O) R^l^, 
(CH2)rC(0)NRll^Rll^', (CH2 ) qMR^^C (O) R^^, {CH2 ) rC (O) 0R111>, 
(CH2)qOC(0)Rll^=>, {CH2)qS(0)pRllb, (CH2 ) qS {O) 2NR11^R11^' , 
(CH2)qNRllaS(0)2R^^^, Ci-6 haloalkyl, a (CH2)r-C3-6 
cycloalkyl, ( CH2 ) q-pheny 1 substituted with 0-5 R^^^ and 
a (CH2)q-5-10 membered heterocyclic system containing 
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1-4 heteroatoms selected from N, O, and S, substituted 
with 0-3 Rllc; 

r11^ and R^^^' , at each occurrence, are selected from H, Ci-g 
5 alkyl, C2-8 alkenyl, C2-8 alkynyl, a (CH2)r-C3-io 

carbocyclic residue substituted with 0-5 R^^®, and a 
(CH2)r-5-10 membered heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-3 Rile. 

10 

r11^, at each occurrence, is selected from Ci-6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, a (CH2)r-C3-6 carbocyclic residue 
substituted with 0-2 rH®, and a (CH2)r-5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
15 from N, O, and S, substituted with 0-3 rH®; 

r11<=, at each occurrence, is selected from Ci_4 alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, CI, Br, I, 
F, (CF2)rCF3, NO2 , CN, (CH2 ) rNRH^RH^ , (CH2)rOH, 
20 (CH2)rOCi_4 alkyl, (CH2)rSCi_4 alkyl, {CH2)rC(0)0H, 

(CH2)rC(0)Rl"3, (CH2)rC(0)NRllfRllf, {CH2 ) rNRH^C (O) RH^, 
(CH2)rC{0)OCi_4 alkyl, {CH2 ) rOC (O) RI"^, 
( CH2 ) rC ( =NRllf ) NRllf Rllf , (CH2 ) rNHC { =NRllf ) NRH* RH* , 
(CH2)rS(0)pRl"^, (CH2 ) rS (O) 2NRllfRllf , (CH2 ) rNRH^ S (O) 2R11^, 
"25 and (CH2)rPhenyl substituted with 0-3 rH®; 

r11^, at each occurrence, is selected from Ci-e alkyl 

substituted with 0-3 rH®, C2-6 alkenyl, C2-6 alkynyl, 
and a Cs-io carbocyclic residue substituted with 0-3 
3 0 Rllc; 

r11®, at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, €3-6 cycloalkyl, Cl, F, Br, I, CN, 
NO2, (CF2)rCF3, (CH2)rOCi-5 alkyl, OH, SH, (CH2)rSCi-5 
35 alkyl, {CH2 ) rNRH^Rii^ , and ( CH2 ) rPhenyl ; 

Riif, at each occurrence, is selected from H, C1-5 alkyl, and 
C3-5 cycloalkyl; 
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p.12 is selected from H, Ci-e alkyl, (CH2)qOH, {CH2)rC3-6 

cycloalkyl, and {CH2)tPhenyl substituted with. 0-3 Ri2a. 

5 Ri2a^ at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, C3-6 cycloalkyl, Cl, F, Br, I, CN, 
NO2, {CF2)rCF3, (CH2)rOCi-5 alkyl, OH, SH, (CH2)rSCi-5 
alkyl, (CH2)rNR^^R^^' and { CH2 ) rPheny 1 ; 

IQ r13^ at each occurrence, is selected from C1-4 alkyl, C2-8 
alkenyl, C2-8 alkynyl, C3-6 cycloalkyl, (CF2)wCF3, 
(CHj,NRl3aRl3a', {CH,)^OH, (CH,)^0Rl3b, (CH,)^SH, (CH3)^SRl3b, 
{CH2)wC(0)0H, {CH2)wC(0)Rl3b, (CH2) wC (O) NRl3^Rl3a' , 
{CH3)^NRl3dc(0)Rl3a, (CH2 ) wC (O) 0Rl3b, (CH,) ,0C (O) Rl3b, 

15 {CH2)wS(0)pRl3b, (CH2 ) wS (O) 2NRl3aRl3a' , 

(CHj^NRi3ds(0)2R^^'^/ and ( CH2 ) w-p^eny 1 substituted with 

l« Ri3a and Rl3a' ^ at each occurrence, are selected from H, Ci-e 
'20 alkyl, C3-6 cycloalkyl, and phenyl substituted with 0-3 

S Rl3c. 

m Ri3b^ at each occurrence, is selected from Ci-e alkyl, C3-6 
cycloalkyl, and phenyl substituted with 0-3 r13c. 

25 

r13c^ at each occurrence, is selected from Ci-e alkyl, C3-6 

cycloalkyl, Cl, F, Br, I, CN, NO2 , {CF2)rCF3, (CH2)rOCi_5 
alkyl, (CH2)rOH, {CH2)rSCi-5 alkyl, and (CH2 ) rNRl3dRl3d. 

30 Ri3d^ at each occurrence, is selected from H, Ci-e alkyl, and 
C3-6 cycloalkyl; 

r14 is selected from C1-4 alkyl, C2-8 alkenyl, C2-8 alkynyl, 

(CH2)rC3-6 cycloalkyl, C (O) NRl4aRl4a' , c(0)Rl4b, C(0)0Ci-4 
35 alkyl, (CH2 ) rS (O) pR^^b, (CH2)rPhenyl substituted with 0-3 

Rl4c. 
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R^^^ and R^'*^' , at each occurrence, are selected from H, Ci-g 
alkyl, {CH2)rC3-6 cycloalkyl, and {CH2) rPhenyl 
substituted with 0-3 R^^'^, and a (CH2)r-5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-2 R^^c. 

R^^t', at each occurrence, is selected from Ci_5 alkyl, 

(CH2)rC3-6 cycloalkyl, and ( CH2 ) rPhenyl substituted with 
0-3 R^^^, and a {CH2)r~5-10 membered heterocyclic system 
containing 1-4 heteroatoms selected from N, O, and S, 
substituted with 0-2 Ri^c. and 

R^^^, at each occurrence, is selected from C1-5 alkyl, 

(CH2)rC3-6 cycloalkyl, CI, F, Br, I, CN, NO2, (CF2)rCF3, 
(CH2)rOCi_5 alkyl, OH, ( CH2 ) wPheny 1 ; 

R^s, at each occurrence, is selected from Ci_8 alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, Cl, Br, I, 
F, NO2, CN, (CHR')rNRl5aRl5a'^ (CHR')rOH, 
{CHR')rO(CHR')rR^5d^ {CHR')rSH, (CHR' ) rC (O) H, 
(CHR' ) rS (CHR' ) r^^^d^ (CHR' ) rC (0) OH, 
(CHR')rC(O) (CHR')rR^5^, (CHR' ) ^C (O) NRl^a^lSa' ^ 
(CHR')rNRl5fc(0) (CHR')rR^5b^ (CHR' ) rC (O) O (CHR' ) rR^5d^ 
(CHR')rOC(O) (CHR')rR^5b, (CHR' ) rC (=NRl5f ) NRlSa^lSa' ^ 
(CHR' ) rNHC (=NRl5f ) NRl5fRl5f , (CHR' ) rS (O) p (CHR' ) rR^^b^ 
(CHR')rS(0)2NRl5aRl5a'^ (CHR' ) rNR^^f s (0) 2 (CHR' ) rR^Sb^ Ci_6 
haloalkyl, C2-8 alkenyl substituted with 0-3 R', C2-8 
alkynyl substituted with 0-3 R' , (CHR' ) rPhenyl 
substituted with 0-3 Rl5e^ and a (CH2)r-5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-2 R^Se. 

R^5a and R^Sa'^ at each occurrence, are selected from H, Ci-g 
alkyl, C2-8 alkenyl, C2-8 alkynyl, a (CH2}r-C3-io 
carbocyclic residue substituted with 0-5 R^^e^ and a 
(CH2)r-5-10 membered heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-2 Rl5e. 
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Rl5b, at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, a (CH2)r-C3-6 carbocyclic residue 
substituted with 0-3 Rl5e^ ^nd (CH2)r-5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-2 Ri^e. 

Ri5d^ at each occurrence, is selected from C2-8 alkenyl, C2-8 
alkynyl, Ci-e alkyl substituted with 0-3 R^Se^ ^ 
(CH2)r~C3_io carbocyclic residue substituted with 0-3 
r15®, and a (CH2)r5-6 membered heterocyclic system 
containing 1-4 heteroatoms selected from N, O, and S, 
substituted with 0-3 Ri5e. 

Ri5e^ at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, Cl, F, Br, 
I, CN, NO2, {CF2)rCF3, (CH2)rOCi-5 alkyl, OH, SH, 
(CH2)rSCi_5 alkyl, (CH2 ) rNR^^^R^^^. and ( CH2 ) rPhenyl ; 

Rl5f, at each occurrence, is selected from H, C1-5 alkyl, C3-6 
cycloalkyl, and phenyl; 

r16, at each occurrence, is selected from Ci_8 alkyl, C2-8 

alkenyl, C2-8 alkynyl, {CH2)rC3-6 cycloalkyl, Cl, Br, I, 
F, NO2, CN, (CHR')rNRl6aRl6a'^ {CHR')rOH, 
{CHR')rO(CHR')rRl6<3, {CHR')rSH, (CHR' ) rC (O) H, 
(CHR' ) rS (CHR' ) r^^^^, (CHR' ) rC (O) OH, 
(CHR')rC(O) (CHR')rR^Sb, (CHR' ) rC (O) NRl6aRl6a' ^ 
(CHR')rNRl6fc(0) (CHR')rR^6b^ (CHR' ) ^C (0) 0 (CHR' ) rR^6d^ 
(CHR')rOC(O) (CHR')rR^5b^ (CHR' ) rC (=NRl6f )NRl5aRl6a' ^ 
(CHR' ) rNHC (=NRl6f ) NRl6fRl6f ^ (CHR' ) rS (O) p (CHR' ) r^^^^ , 
(CHR')rS(0)2NRl6aRl6a'^ (CHR' ) rNR^^f S (0) 2 (CHR' ) rR^^b^ q^_^ 
haloalkyl, C2-8 alkenyl substituted with 0-3 R' , C2-8 
alkynyl substituted with 0-3 R' , and (CHR' ) ^phenyl 
substituted with 0-3 R^^®; 

R^S^ and r1^^', at each occurrence, are selected from H, Ci-g 
alkyl, C2-8 alkenyl, C2-8 alkynyl, a (CH2)r-C3-io 
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carbocyclic residue substituted with 0-5 R^^e^ and a 
(CH2)r-5-'10 membered heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-2 rIS^; 

Rl6b^ at each occurrence, is selected from Ci-e alkyl, C2-8 
alkenyl, C2-8 alkynyl, a (CH2)rC3-6 carbocyclic residue 
substituted with 0-3 R^^e, and a (CH2)r-5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-2 rI^^; 

Rl6d^ at each occurrence, is selected from C2-8 alkenyl, C2-8 
alkynyl, Ci-e alkyl substituted with 0-3 R^^e, a 
(Cjj2)r-C3-io carbocyclic residue substituted with 0-3 
Ri6e^ and a {CH2)r-5-6 membered heterocyclic system 
containing 1-4 heteroatoms selected from N, O, and S, 
substituted with 0-3 R^^e; 

■r16b^ at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, Cl, F, Br, 
I, CN, NO2, (CF2)rCF3, (CH2)rOCi-5 alkyl, OH, SH, 
(CH2)rSCi-5 alkyl, (CH2 ) rNR^^^R^^^ , and (CH2) rP^enyl ; 

p.i6f^ at each occurrence, is selected from H, C1-5 alkyl, and 
C3-6 cycloalkyl, and phenyl; 

V is selected from 0, 1, and 2 ; 

t is selected from 1 and 2; 

w is selected from 0 and 1; 

r is selected from 0, 1, 2, 3, 4, and 5; 

35 q is selected from 1, 2, 3, 4, and 5; and 

p is selected from 1, 2, and 3. 



30 
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2. The compound according to Claim 1, wherein: 

r4 is absent, taken with the nitrogen to which it is attached 
to form an N-oxide, or selected from Ci-s alkyl, 
(CH2)rC3-6 cycloalkyl, and {CH2 ) r-phenyl substituted with 
0-3 R4C; 

r4c^ at each occurrence, is selected from Ci-g alkyl, C2-8 

alkenyl, C2-8 alkynyl, C3-6 cycloalkyl, Cl, F, Br, I, CN, 
NO2, {CF2)rCF3, (CH2)rOCi_5 alkyl, (CH2)rOH, (CH2)rSCi-5 
alkyl, (CH2)rNR^^R^^', and { CH2 ) rPhenyl ; 

r2 is selected from H and C1-4 alkyl; 

r6, at each occurrence, is selected from C1-4 alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, (CF2)rCF3, 
CN, (CH2)rOH, {CH2)rOR6^, (CH2 ) rC (0) R^^, 

(CH2)rC{0)NR6aR6a', (CH2) rNR^^C (O) R^^, and (CH2)tPhenyl 
substituted with 0-3 R^^. 

R6a and rS^', at each occurrence, are selected from H, Ci-s 

alkyl, C3-6 cycloalkyl, and phenyl substituted with 0-3 
r6c; 

R6b, at each occurrence, is selected from Ci-e alkyl, C3_6 
cycloalkyl, and phenyl substituted with 0-3 R^^; 

-R^^, at each occurrence, is selected from Ci-g alkyl, C3-6 

cycloalkyl, Cl, F, Br, I, CN, NO2, {CF2)rCF3, {CH2)rOCi-5 
alkyl, (CH2)rOH, (CH2)rSCi-5 alkyl, and (CH2) rNR^^R^^; 

j^6d^ at each occurrence, is selected from H, Ci-e alkyl, and 
C3-6 cycloalkyl; 

r7, is selected from H, Ci_3 alkyl, {CH2)rC3-5 cycloalkyl, 
(CH2)qOH, {CH2)qOR'7d, (CH2 ) qNR^aRVa' , {CH2 ) rC (O) R^b, 
(CH2)rC(0)NR7aR7a', (CH2 ) qNR^ac (O) R^^, Ci-6 haloalkyl, 
(CH2)rPhenyl with 0-2 R^C; 
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R^a and R^a' , at each occurrence, are selected from H, Ci_6 

alkyl, (CH2)rC3-6 cycloalkyl, a (CH2)rPhenYl substituted 
with 0-3 R^s; 

R^b^ at each occurrence, is selected from Ci_5 alkyl, C2-8 
alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, 
(CH2)rPhenyl substituted with 0-3 R^^; 

lO'^, at each occurrence, is selected from C1-4 alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, Cl, Br, I, 
F, {CF2)rCF3, NO2 , CN, ( CH2 ) rNR'^ ^ . (CH2)rOH, (CH2)rOCi_ 
4 alkyl, (CH2)rC(0)R7b, (CH2 ) rC (O) NR^fR^f , 
(CH2)rNR7fC{0)R7a, (CH2 ) rS (0) pR^b, {CH2 ) rS (O) 2NR7fR7f , 
(CH2)rNR^^S(0)2R''^, and (CH2)rPhenyl substituted with 0-2 
R7e; 

r7<3, at each occurrence, is selected from Ci-e alkyl, 

(CH2)rC3-6 cycloalkyl, (CH2)rPhenyl substituted with 0-3 
R7e; 

R^e, at each occurrence, is selected from Ci_6 alkyl, C2-8 

alkenyl, C2-8 alkynyl, C3-6 cycloalkyl, Cl, F, Br, I, CN, 
NO2, (CF2)rCF3, (CH2)rOCi-5 alkyl, OH, SH, (CH2)rSCi-5 
alkyl, (CH2)rNR'^fR''f , and ( CH2 ) rPheny 1 ; 

R'^f, at each occurrence, is selected from H, C1-5 alkyl, and 
C3-5 cycloalkyl; 

r8 is H or joins with R"^ to form =NR8b; 

r9, is selected from H, Ci_3 alkyl, (CH2)rC3-6 cycloalkyl, 
(CH2)rOH, (CH2)rOR9<a, {CH2 ) rNR^^RQa' , (CH2 ) rC (O) R9t5, 
(CH2)rC(0)NR9aR9a', (CH2 ) rNR^^C (O) R^a, Ci-6 haloalkyl, 
(CH2)rPhenyl with 0-2 R^c, (CH2)r-5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 r15 ; 
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r9', is selected from H, Ci_3 alkyl, (CH2)rC3-6 cycloalkyl, 
(CH2)rOH, (CH2)rOR5<^, {CH2 ) rNR^^R^^' , (CH2 ) rC (O) R^^^, 
(CH2)rC(0)NR9aR9a', (CH2 ) rNR^^C (O) R^a , Ci_6 haloalkyl , 
(CH2)rPhenyl with 0-2 R^^, (CH2)r-5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, 0, and S, substituted with 0-3 R^^; 

R9a and r9^', at each occurrence, are selected from H, Ci_6 

alkyl, (CH2)rC3-6 cycloalkyl, a (CH2)rPhenyl substituted 
with 0-3 rSs; 

R5t>, at each occurrence, is selected from Ci_6 alkyl, C2-8 
alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, 
(CH2)rPhenyl substituted with 0-3 R^e. 

r9c, at each occurrence, is selected from Ci_4 alkyl, C2-8 

alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, Cl, Br, I, 
F, (CF2)rCF3, NO2 , CN, (CH2 ) rNR^^R^^ , (CH2)rOH, (CH2)rOCi_ 
4 alkyl, (CH2)rC(0)R9t5, (CH2 ) rC (O) NR^^R^f , 
(CH2}rNR9fC(0)R9a, (CH2 ) rS (O) pR^b, (CH2 ) rS (O) 2NR9f R^f , 
(CH2}rNR^fS{0)2R^^, and (CH2)rPhenyl substituted with 0-2 
R9e; 

r9^, at each occurrence, is selected from Ci_6 alkyl, 

(CH2)rC3-6 cycloalkyl, (CH2)rPhenyl substituted with 0-3 
R9e; 

R^e^ at each occurrence, is selected from Ci-g alkyl, C2-8 

alkenyl, C2-8 alkynyl, C3-6 cycloalkyl, Cl, F, Br, I, CN, 
NO2, (CF2)rCF3, (CH2)rOCi_5 alkyl, OH, SH, (CH2)rSCi_5 
alkyl, {CH2)rNR^^R^^/ and (CH2 ) rPhenyl ; 

R^f, at each occurrence, is selected from H, C1-5 alkyl and 
C3-6 cycloalkyl; 

Rio is H; 
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Rii, is selected from H, Ci_3 alkyl, (CH2)rC3-5 cycloalkyl, 
{CH2)qOH, {CH2)qORlld, {CH2 ) qNRllaRlla' ^ (CH2 ) rC (O) RH^^, 
(CH2)rC(0)NRllaRlla'^ (CH2 ) gNRH^c (Q) R^^, Ci_6 haloalkyl , 
(CH2)rPhenyl with 0-2 R^^^ , (CH2)r-5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, 0, and S, substituted with 0-3 R^^; 

Rii', is selected from H, C1-3 alkyl, (CH2)rC3-6 cycloalkyl, 
(CH2)qOH, (CH2)qORll<^, (CH2 ) gNR^aRlla' , (CH2 ) rC (0) R^l^, 
(CH2)rC(0)NRllaRlla'^ (CH2 ) gNRH^c (Q) R^^, Ci-6 haloalkyl, 
{CH2)rPhenyl with 0-2 R^^'= , (CH2)r-5-10 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, O, and S, substituted with 0-3 R^^; 

r11^ and r11^', at each occurrence, are selected from H, Ci_6 
alkyl, {CH2)rC3-6 cycloalkyl, a (CH2)rPhenyl substituted 
with 0-3 Rile. 

r11^, at each occurrence, is selected from Ci-g alkyl, C2-8 
alkenyl, C2-8 alkynyl, (CH2)rC3-6 cycloalkyl, 
{CH2)rPhenyl substituted with 0-3 rH®; 

r11^, at each occurrence, is selected from Ci_4 alkyl, C2-8 

alkenyl, C2-8 alkynyl, {CH2)rC3-6 cycloalkyl, CI, Br, I, 
F, (CF2)rCF3, NO2 , CN, (CH2} rNRH^RH^ , (CH2)rOH, 
(CH2)rOCi-4 alkyl, (CH2 ) rC (O) R1"^, (CH2 ) rC (O) NRHfRHf , 
(CH2)rNRll^C(0)Rlla, (CH2 ) rS (0) pRU^, 
(CH2)rS(0)2NRllfRllf, (CH2 ) rNRH^ S (O) 2R^^^/ and 
(CH2)rPhenyl substituted with 0-2 rH®; 

r11<^, at each occurrence, is selected from Ci-e alkyl, 

{CH2)rC3-5 cycloalkyl, ( CH2 ) rPheny 1 substituted with 0-3 
Rile. 

r11®, at each occurrence, is selected from C^-e alkyl, C2-8 

alkenyl, C2-8 alkynyl, C3-Q cycloalkyl, CI, F, Br, I, CN, 
NO2, (CF2)rCF3, (CH2) rOCi-5 alkyl, OH, SH, (CH2)rSCi_5 
alkyl, (CH2)rNR^l^Rli^, and ( CH2 ) rPhenyl ; 
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Riif, at each occurrence, is selected from H, Ci-s alkyl and 
C3-6 cycloalkyl; 



r12 is H; 

r13 , at each occurrence, is selected from Ci_4 alkyl, C3-6 
cycloalkyl, (CH2 ) NRl3aRl3a' ^ (CH2)0H, {CH2)ORl3b, 
{CH2)wC(0)Rl3b, {CH2 ) wC (O) NRl3aRl3a' ^ (CH2 ) NR^^dc (Q) Rl3a , 
(CH2)wS(0)2NRl3aRl3a' ^ (CH2 ) NR^^dg (q) 2Rl3b, and 
( CH2 ) w-phenyl substituted with 0-3 Rl^C; 

R^3a and r13^' , at each occurrence, are selected from H, Ci-g 
alkyl, C3-6 cycloalkyl, and phenyl substituted with 0-3 

Rl3c- 

Ri3b^ at each occurrence, is selected from Ci-g alkyl, Cs-g 
cycloalkyl, and phenyl substituted with 0-3 R^^^; 

r13c^ at each occurrence, is selected from Ci-g alkyl, C3-6 

cycloalkyl, Cl, F, Br, I, CN, NO2, (CF2)rCF3, (CH2)rOCi-5 
alkyl, {CH2)rOH, and (CH2 ) rNR^^dRiSd. 

r13<^, at each occurrence, is selected from H, Ci_6 alkyl, and 
C3_6 cycloalkyl; 

V is selected from 1 and 2; 

q is selected from 1, 2, and 3; and 

r is selected from 0, 1, 2, and 3. 

3. The compound according to Claim 2, wherein: 

r3 is selected from a (CR^'H) r-carbocyclic residue 

substituted with 0-5 R^^^ wherein the carbocyclic 
residue is selected from phenyl, C3-6 cycloalkyl, 
naphthyl, and adamantyl; and a (CR^ 'h) ^-heterocyclic 
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system substituted with 0-3 R^^, wherein the 
heterocyclic system is selected from pyridinyl, 
thiophenyl, furanyl, indazolyl, benzothiazolyl , 
benzimidazolyl, benzothiophenyl, benzof uranyl , 
benzoxazolyl, benzisoxazolyl, quinolinyl, isoquinolinyl , 
imidazolyl, indolyl, isoindolyl, piperidinyl, 
pyrrazolyl, 1, 2 , 4-triazolyl, 1, 2, 3-triazolyl, 
tetrazolyl, thiazolyl, oxazolyl, pyrazinyl, and 
pyrimidinyl ; and 

r5 is selected from (CR^'H) t-phenyl substituted with 0-5 R^^; 
and a (CR^'H) t-heterocyclic system substituted with 0-3 
r16, wherein the heterocyclic system is selected from 
pyridinyl, thiophenyl, furanyl, indazolyl, 
benzothiazolyl, benzimidazolyl, benzothiophenyl, 
benzof uranyl , benzoxazolyl, benzisoxazolyl , quinolinyl, 
isoquinolinyl, imidazolyl, indolyl, isoindolyl, 
piperidinyl, pyrrazolyl, 1 , 2 , 4-triazolyl , 1,2,3- 
triazolyl, tetrazolyl, thiazolyl, oxazolyl, pyrazinyl, 
and pyrimidinyl . 

4. The compound according to Claim 3, wherein: 
R^ is absent; and 

r9, r9', RiO, Rii, Rii', Ri2, and r" are H. 

5. The compound according to Claim 4, wherein the 

r16, at each occurrence, is selected from Ci_8 alkyl, 
(CH2)rC3-6 cycloalkyl, CF3 , Cl, Br, I, F, 

(CH2)rNRl6^Rl^^', NO2, CN, OH, (CH2 ) rOR^^*^, (CH2 ) rC (O) Rl^b^ 
(CH2)rC(0)NRl6aRl6a' , (CH2 ) rNR^^^C (O) R^^b, (CH2 ) rS (O) pRl^b^ 
(CH2)rS(0)2NRl6aRl6a'^ {CH2 ) rNR^^^ S (O) 2R^^^, and 
{CH2)rPhenyl substituted with 0-3 Rl^e. 
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j^i6a and Ri6a' , at each occurrence, are selected from H, Ci-s 
alkyl, C3-6 cycloalkyl, and (CH2)rPhenyl substituted 
with 0-3 Rl6e; 



Ri6b^ at each occurrence, is selected from H, Ci_6 alkyl, Cs-g 
cycloalkyl, and (CH2)rPhenyl substituted with 0-3 Rl^e. 

Ri6d^ at each occurrence, is selected from Ci-e alkyl and 
phenyl ; 

Rl6e^ at each occurrence, is selected from Ci_6 alkyl, Cl, F, 
Br, I, CN, NO2, (CF2)rCF3, OH, and (CH2)rOCi-5 alkyl; and 

Rl6f^ at each occurrence, is selected from H, and C1-5 alkyl. 

6- The compound according to Claim 5, wherein is 
CH2-phenyl substituted with 0-3 R^^, 

7. The compound according to Claim 6, wherein: 

R^ is selected from a carbocyclic residue substituted with 0- 
3 j^i5^ wherein the carbocyclic residue is selected from 
phenyl and C3-6 cycloalkyl; and a heterocyclic system 
substituted with 0-3 R^^, wherein the heterocyclic 
system is selected from pyridinyl, thiophenyl, furanyl, 
indazolyl, benzothiazolyl , benzimidazolyl , 
benzothiophenyl , benzof uranyl , benzoxazolyl , 
benzisoxazolyl, quinolinyl, isoquinolinyl , imidazolyl, 
indolyl, isoindolyl, piperidinyl, pyrrazolyl, 1,2,4- 
triazolyl, 1, 2 , 3-triazolyl, tetrazolyl, thiazolyl, 
oxazolyl, pyrazinyl, and pyrimidinyl . 

8 . The compound according to Claim 7 , wherein : 

r15^ at each occurrence, is selected from Ci_8 alkyl, 
(CH2)rC3-6 cycloalkyl, CF3 , Cl, Br, I, F, 

(CH2)rNRl^^Rl5^', NO2, CN, OH, (CH2 ) rOR^^^d, (CH2 ) rC (O) R^Sb, 
(CH2)rC(0)NRl5aRl5a', (.CH2 ) rNR^^^C (O) R^^b, (CH2 ) rS (O) pRlSb , 
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(CH2)rS(0)2NRl5aRl5a', (CH2 ) rNR^Sf S (O) 2R15^, (CH2)rPhenyl 
substituted with 0-3 R^^e^ ^nd a (CH2)r-5-6 membered 
heterocyclic system containing 1-4 heteroatoms selected 
from N, 0, and S, substituted with 0-2 Rl^e. 

Ri5a and r1^^', at each occurrence, are selected from H, Ci-g 
alkyl, C3-6 cycloalkyl, and (CH2)rPhenyl substituted 
with 0-3 Rl5e. 

R^sb^ at each occurrence, is selected from H, Ci_6 alkyl, Cs-g 
cycloalkyl, and (CH2)rPhenyl substituted with 0-3 Ri^e. 

Rl5d^ at each occurrence, is selected from Ci_6 alkyl and 
phenyl ; 

Ri5e^ at each occurrence, is selected from Ci-g alkyl, CI, F, 
Br, I, CN, NO2, {CF2)rCF3, OH, and (CH2)rOCi_5 alkyl; and 

Ri5f, at each occurrence, is selected from H, and C1-5 alkyl, 

9. The compound according to Claim 8, wherein E is 

-cr'r'- . 

10. The compound according to Claim 9, wherein: 

Z is selected from C(0)NR2r3, C { =NR1 ) NR2r3 , C (=CHCN)NR2r3 , 
C ( =CHN02 ) NR2r3 , and C ( =C (CN) 2 ) NR2r3 . 

11. The compound according to Claim 10, wherein: 
R^ is H; and 

when K is CHR% either: 

1) M is absent, or 

2) Z is other than C{0)NR2r3. 

12. The compound according to Claim 11, wherein E is 

-CH3- . 

13. The compound according to Claim 11, wherein: 
Y is selected from: 
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R10 R11 R10 R11 RIO R11 R12 R11 

R9-4— VR^' R^-)— (^R12 R9 V^p,12 R11-^— ^R12 




and 



Rio R11 

R9-\-4-Ri2 



R9 (-R11' 

Rio\ 




14. The compound according to Claim 13, wherein: 
Y is selected from: 



15. The compound according to Claim 11, wherein: 
r1^, at each occurrence, is selected from Ci-g alkyl, 

(CH2)rC3-6 cycloalkyl, CF3 , CI, Br, I, F, 
(CH2) rNRl^^R^^^' , CN, OH, OCF3, (CH2)rORl^^, 
(CH2)rC(0)Rl6b. 

R^^^ and R^^^', at each occurrence, are selected from H, Ci_6 
alkyl, and Cs-s cycloalkyl ,- 

Ri6b^ at each occurrence, is selected from H, Ci-g alkyl, C^-e 
cycloalkyl, and (CH2)rPhenyl substituted with 0-3 R^^^; 

r1^^, at each occurrence, is selected from Ci_6 alkyl and 
phenyl . 

16. The compound according to Claim 15, wherein r" is 
selected from F, CI, Br, OCF3, and CF3. 
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17. The compound according to Claim 11, wherein: 

r15, at each occurrence, is selected from CN,C(0)Rl5b^ and a 
(CH2)r-5-6 member ed heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-2 Rise; 

Ri5b^ at each occurrence, is selected from H, Ci-g alkyl, C3-6 
cycloalkyl, and (CH2)rPhenyl substituted with 0-3 Rl5e. 
and 

Rl5e^ at each occurrence, is selected from Ci_6 alkyl, CI, F, 
Br, I, CN, NO2, (CF2)rCF3, OH, and (CH2)rOCi-5 alkyl. 

18. The compound according to Claim 15, wherein: 

r15, at each occurrence, is selected from CN, C(0)Rl5t>, and a 
(CH2)r-5-6 membered heterocyclic system containing 1-4 
heteroatoms selected from N, O, and S, substituted with 
0-2 Rise. 

Rl5b^ at each occurrence, is selected from Ci_6 alkyl, C3-G 
cycloalkyl, and (CH2)rPhenyl substituted with 0-3 Rl5e. 
and 

Ri5e, at each occurrence, is selected from Ci-e alkyl, CI, F, 
Br, I, CN, NO2, (CF2)rCF3, OH, and (CH2)rOCi-5 alkyl. 

19. The compound according to Claim 11, wherein: 

J and Q are CH^; and 
M is absent or CH^ . 

20. The compound according to Claim 15, wherein: 
E is -CH2-; and 

Y is selected from: 
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and 



21. The compound according to Claim 17, wherein: 
E is -CHj-; and 
Y is selected from: 



22. The compound according to Claim 19, wherein: 



23. The compound according to Claim 19, wherein: 

Y is: 



24. The compound according to Claim 22, wherein K 

CH3. 

25. The compound according to Claim 23, wherein K 

CH^. 

26. The compound according to Claim 1, wherein: 
Z is selected from C(=NR')NR'r' and C (=C (CN) J NrV . 




Y is: 





and X is selected from O and NR^ 
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27. The compound according to Claim 2, wherein: 
Z is selected from C(=NR')NrV and C ( =C (CN) J NR'r' . 

28. The compound according to Claim 4, wherein: 
Z is selected from C(=NR')NR'r' and C (=C (CN) 2) NR'r' . 

29. The compound according to Claim 7, wherein: 
Z is selected from C(=NR')NR'r' and C (=C (CN) J NR'r' . 

30. The compound according to Claim 13, wherein: 
Z is selected from C(=NR')NrV and C (=C (CN) ,) NrV. 

31. The compound according to Claim 22, wherein: 
Z is selected from C(=NCN)NR'r' and C { =C (CN) 2) NRV . 

32. The compound according to Claim 23, wherein: 
Z is selected from C{=NCN)NR'r' and C (=C {CN)2)NrV. 

33. The compound according to Claim 24, wherein: 

Z is selected from C(=NCN)NHR' and C ( =C (CN) ,) NHR' ; and r" is 
selected from F, Cl, Br, OCF3, and CF,. 

34. The compound according to Claim 25, wherein: 

Z is selected from C(=NCN)NHR' and C (=C (CN)2)NHR'; and r" is 
selected from F, Cl, Br, OCF3, and CF^ . 

35. The compound according to Claim 14, wherein: 
Z is selected from C(=NCN)NrV and C (=C (CN) 2) NRV . 

36. The compound according to Claim 11, wherein R^ is 
phenyl substituted with 0-3 R^^ . 

37. The compound according to Claim 14, wherein R^ is 
phenyl substituted with 0-3 R^^. 

38. The compound according to Claim 17, wherein R^ is 
phenyl substituted with 0-3 R^^ . 
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39. The compound according to Claim 14, wherein: 
r3 is phenyl substituted with 0-3 R^^. 

Z is selected from C(=NR')NrV and C { =C ( CN ) , ) NrV ; 
J and Q are CH^; and 
5 M is absent or CH^. 

40. The compound according to Claim 1, wherein the 
compound of formula I is selected from: 

10 {+/-) -N-phenyl-3- [ [4- (phenylmethyl) -1-piperidinyl] methyl] -1- 
piperidinecarboxamide , 

(+/-) -N- (3-methoxyphenyl) -3- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl] -l-piperidinecarboxamide. 




(+/-) -N- (3-carboethoxyphenyl) -3- [ [4- (phenylmethyl) -1- 



piperidinyl] methyl] -l-piperidinecarboxamide, 

|y {+/-) -N- ( 3 -cyanophenyl ) -3- [ [4- (phenylmethyl) -1- 
'^''20 piperidinyl] methyl] -l-piperidinecarboxamide, 

Q {+/-) -N- (1-adamantyl) -3- [ [4- (phenylmethyl) -1-piperidinyl] 

m methyl] -l-piperidinecarboxamide, 

'25 N-phenyl-4- [ [4- (phenylmethyl) -1-piperidinyl] methyl] -1- 
piperidinecarboxamide , 

N- (3 -cyanophenyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] methyl] - 
l-piperidinecarboxamide, 

30 

N- (1-adamantyl) -4- [ [4- (phenylmethyl) -1-piperidinyl ] methyl ] -1- 
piperidinecarboxamide , 

N- (3-methoxyphenyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
35 methyl] -l-piperidinecarboxamide, 

N- (3-carboethoxyphenyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl] -l-piperidinecarboxamide. 
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l-benzoyl-4- [ [4- (phenylmethyl) -1-piperidinyl] methyl] 
piper idine, 

l-phenylacetyl-4- [ [4- (phenylmethyl) -1-piperidinyl] methyl] 
piperidine, 

1- (3 , 4-dimethoxybenzoyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl ] piperidine , 

1- (3 , 5 -dichlor ©benzoyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl ] piperidine , 

1- (3 , 5-dif luorobenzoyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl ] piperidine , 

1- (3 , 5-dimethoxybenzoyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl ] piperidine , 

1- (3 , 4-methylenedioxybenzoyl) -4- [ [4- (phenylmethyl) -1- 
piper idinyl ] methyl ] piperidine , 

1- (2-thiophenesulfonyl) -4- [ [ (4- (phenylmethyl) -1-piperidinyl] 
methyl] -piperidinecarboxamide , 

1- (3-methoxyphenylacetyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl ] piperidine , 

1- (4-methoxyphenylacetyl) -4- [ [4- (phenylmethyl) -1-piperidinyl] 
methyl ] piperidine , 

( + /_} _Isr-phenyl-3- [ [4-[ (4-fluorophenyl) methyl] -1-piperidinyl] 
methyl ] -1 -piper idinecarboxamide , 

(+/_) _N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl ) methyl ] -1- 
piper idinyl ] methyl ] - 1 -piperidinecarboxamide , 
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(+/-) -N- (1-adamantylphenyl) -3- [ [4- [ ( 4-fluorophenyl ) methyl ] -1- 
piperidinyl ] methyl ] - 1-piper idinecarboxamide , 

(+/-) -N- (3-carboethoxyphenyl) -3- [ [4- [ {4-fluorophenyl) methyl] - 
5 1-piperidinyl] methyl] -1-piper idinecarboxamide, 

{+/-) -N- {4-fluorophenyl) -3- [ [4- [ (4-fluorophenyl) methyl] -1- 
piperidinyl] methyl] -1-piper idinecarboxamide, 

10 (+/-) -N- (3-methoxyphenyl) -3- [ [4- [ ( 4-fluorophenyl ) methyl ] -1- 
piperidinyl] methyl] -1-piper idinecarboxamide, 

(+/-) -N- (3-cyanophenyl) -3- [ [4- [ ( 4-fluorophenyl ) methyl ] -1- 
piperidinyl] ethyl] -1-piper idinecarboxamide, 

is 

I ( + / - ) -N- ( 3 -carboe thoxyphenyl )-3-[[4-[(4-f luor opheny 1 ) methyl ] - 

J 1-piperidinyl] ethyl] -1-piper idinecarboxamide, 

J (+/-) -N- {4 -carboe thoxyphenyl) -3- [ [4- [ {4-fluorophenyl ) methyl] - 
■^0 1-piperidinyl] ethyl] -1-piper idinecarboxamide, 

3 {+/-) -N- (4-fluorophenyl) -3- [ [4- [ (4-fluorophenyl) methyl] -1- 

3 piper idinyl ] ethyl ] - 1 -piper idinecarboxamide , 

25 (+/-) -N- (1-adamantylphenyl) -3- [ [4- [ (4-f luorophenyl) methyl ] -1- 
piper idinyl] ethyl] -1-piper idinecarboxamide, 

(+/-) -N-phenyl-3- [ [4- [ (4-f luorophenyl) methyl] -1-piperidinyl] 
ethyl] -1-piper idinecarboxamide, 

30 

(+/-) -N- (3-methoxyphenyl) -3- [ [4- [ {4-f luorophenyl) methyl] -1- 
piperidinyl] ethyl] -1-piper idinecarboxamide, 

(+/-) -1-phenylsulf onyl-3- [ [4- [ (4-f luorophenyl) methyl] -1- 
35 piperidinyl] ethyl] -piper idinecarboxamide, 

(+/-) -1 -benzoyl -3- [ [4- [ {4-f luorophenyl) methyl] -1-piperidinyl] 
ethyl] -1-piper idinecarboxamide. 
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( + /-) -l-benzyloxycarbonyl-S- [ [4-[ (4-f luorophenyl) methyl ] -1- 
piperidinyl] ethyl] -1-piperidinecarboxaxnide, 

5 (+/_) _N-phenyl-3- [ [4- [ {4-fluorophenyl) methyl] -1-piperidinyl] 
methyl] - 1 -pyrrol idinecarboxamide, 

(+/_) _N_ (3_cyanophenyl) -3- [ [4- [ (4-fluorophenyl) methyl] -1- 
piperidinyl ] methyl ] -1-pyrrolidinecarboxamide , 

10 

(+/-) -N- (3-methoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl ]- 1- 
piperidinyl] methyl] -1-pyrrolidinecarboxamide, 

(+/-) -N- {4-fluorophenyl) -3- [ [4- [ (4-fluorophenyl) methyl] -1- ■ 
Jts piperidinyl] methyl] -1 -piper idinecarboxamide, 

g (+/_) _N_ (3-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl ) methyl ] - 
fil 1-piperidinyl] methyl] -1-pyrrolidinecarboxamide, 

.;;"20 ( + /-) -N- (4-carboethoxyphenyl) -3- [ [4- [ ( 4-f luorophenyl) methyl ] - 
I'* 1-piperidinyl ] methyl ] -1-pyrrolidinecarboxamide , 

ra (+/-) -N- (1-adamantylphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
J-"- piperidinyl ] methyl] -1-pyrrolidinecarboxamide, 

{+/_) _N-phenyl-2- [ [4- [ (4-f luorophenyl) methyl] -1-piperidinyl] 
ethyl] -1 -piper idinecarboxamide, 

(+/-) -N- (3-cyanophenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
30 piperidinyl] ethyl] -1-piperidinecarboxamide, 

(+/-) -N- (3-methoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] ethyl] -1-piperidinecarboxamide, 

35 ( + /_) _isr- (4-fluorophenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] ethyl] -1-piperidinecarboxamide, 
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( + /_) _N_ (3-carboethoxYphenyl) -2- [ [4- [ (4-fluorophenyl) methyl] - 
1-piperidinyl] ethyl] - 1 -piper idinecarboxami de , 

{+/-) -N- (4-carboethoxyphenyl) -2- [ [4- [ (4-fluorophenyl) methyl] - 
5 1-piperidinyl] ethyl] -1-piperidinecarboxamide, 

(+/-)-N-(l-adamantylphenyl)-2-[ [4- [ (4-f luorophenyl) methyl ]- 1- 
piperidinyl] ethyl] -1-piperidinecarboxamide, 

10 (+/-) -N-phenyl-2- [ [4- [ {4-f luorophenyl) methyl] -1-piperidinyl] 
methyl] -1-piperidinecarboxamide, 

(+/-) -N- (3-cyanophenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] -1-piperidinecarboxamide , 

■ 15 

(+/-) -N- (3-methoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] - 1 -piperidinecarboxamide , 

(+/-) -N- (4-fluorophenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
20 piperidinyl] methyl] -1-piperidinecarboxamide, 

(+/-) -N- (3-carboethoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] - 
1 -piperidinyl ] methyl ] - 1 -piperidinecarboxamide , 

25 (+/-) -N- {4-carboethoxyphenyl) -2- [ [4- [ (4-f luorophenyl ) methyl] - 
1 -piperidinyl ] methyl ] - 1 -piperidinecarboxamide , 

(+/-) -N- (l-adamantylphenyl) -2- [ [4- [ (4-f luorophenyl) methyl ] -1- 
piper idinyl ] methyl ] - 1 -piperidinecarboxamide , 

30 

( + /-) -N- {3-cyanophenyl) -2- [ [4- [ {4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] -4 -morpholinecarboxamide , 

{+/-) -N- (3-carboethoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] - 
35 1-piperidinyl] methyl] -4-morpholinecarboxamide, 

{+/-) -N- (4-carboethoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] - 
1 -piperidinyl ] methyl ] - 4 -morpholinecarboxamide , 
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(+/-) -N- (4-f luorophenyl) -2- [ [4- [ (4-fluorophenYl) methyl] -1- 
piper idinyl ] methyl ] - 4 -morphol inecarboxamide , 

5 (+/-) -N- (1-adamantylphenyl) -2- [ [4- [ {4-f luorophenyl) methyl ] -1- 
piperidinyl ] methyl ] -4 -morphol inecarboxamide , 

(+/-) -N-phenyl-2- [ [4-[ (4-f luorophenyl) methyl ] -1 -piper idinyl] 
methyl] -4-morpholinecarboxamide, 

10 

(+/-) -N- (3-methoxyphenyl) -2- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] methyl] -4-morpholinecarboxamide, 

(+/-) -N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 

piper idinyl ] methyl ] - 3 -hydroxy- 1 -piper idinecarboxamide , 

(+/-) -N- (3-carboethoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] - 
1 -piper idinyl] methyl ] -3 -hydroxy- 1 -piper idinecarboxamide, 

(+/-) -N- (4-carboethoxyphenyl) -3- [ [4- [ ( 4-f luorophenyl ) methyl ] - 
1 -piper idinyl ] methyl ] -3 -hydroxy- 1 -piper idinecarboxamide , 

(+/-) -N- (4-f luorophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl ] methyl ] -3 -hydroxy- 1 -piper idinecarboxamide , 

(+/-) -N-phenyl-3- [ [4-[ (4-f luorophenyl)methyl] -l-piperidinyl] 
methyl] -3 -hydroxy- 1 -piper idinecarboxamide , 

(+/-) -N- (3-methoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
30 piperidinyl] methyl] -3 -hydroxy- 1-piper idinecarboxamide, 

(+/-) -N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl ] methyl ] -3 -phenylmethyl- 1-piper idine- 
carboxamide , 

35 

(+/-) -N- (4-f luorophenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] methyl] -3 -phenylmethyl -1-piperidine - 
carboxamide , 
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(+/_) -N-phenyl-3- [ [4- [ (4-fluorophenyl) methyl] - 1 -piper idinyl] 
methyl] -3-phenylmethyl-l-piperidinecarboxamide, 

5 {+/-) -N- {3-methoxyphenyl) -3- [ [4- [ ( 4-fluorophenyl) methyl ] -1- 
piper idinyl ] methyl ] -3 -phenylmethyl - 1 -piper idine- 
carboxamide, 

(+/_)_ (cis) -N- (3-cyanophenyl) -3- [ [4- [ (4-f luorophenyl) methyl ] - 
10 1-piperidinyl] methyl] -2 -phenylmethyl -1 -piper idine- 

carboxamide , 

(+/-)- (cis) -N- (3-carboethoxyphenyl) -3- [ [4- [ (4-fluorophenyl) 
methyl] -1-piperidinyl] methyl] -2~phenylmethyl-l- 
;il5 piperidinecarboxamide, 

p3 ( + /_)_( c i s ) -N- { 4 -carboethoxyphenyl )-3-[[4-[(4-f luorophenyl ) 
m methyl] -1-piperidinyl ] methyl] -2 -phenylmethyl-1- 

W piperidinecarboxamide, 



3o 



(+/-)- (cis) -N- (4-fluorophenyl) -3- [ [4- [ (4-fluorophenyl) 
methyl] -1-piperidinyl ] methyl] -2 -phenylmethyl -1- 
piperidine carboxamide. 



25 



(+/-)- (cis) -N-phenyl-3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piper idinyl ] methyl ] -2 -phenylmethyl -1 -piperidine- 
carboxamide , 



30 



(+/-) - (cis) -N- (3-methoxyphenyl) -3- [ [4- [ (4-fluorophenyl) 
methyl] -1-piperidinyl ] methyl ] -2-phenylmethyl-l- 
piperidinecarboxamide , 



35 



(+/-)- (trans) -N- (3-cyanophenyl) -3- [ [4- [ (4-fluorophenyl) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piperidinecarboxamide , 
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(+/_)_ (trans) -N- {3-carboethoxYphenyl) -3- [ [4- [ {4-f luorophenyl) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piperidinecarboxamide , 

(+/_) _ (trans) -N- (4-carboethoxyphenyl) -3- [ [4- [ {4-f luorophenyl) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piperidinecarboxamide , 

(+/_) _ (trans) -N- {4-f luorophenyl) -3- [ [4- [ (4-f luorophenyl ) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piperidinecarboxamide , 

(+/_) - (trans) -N-phenyl-3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] methyl] -2 -phenylmethyl-l-piperidine 
carboxamide , 

(+/_)_( trans ) -N- ( 3 -me thoxypheny 1 )-3-[[4-[(4-f luorophenyl ) 
methyl] -l-piperidinyl]methyl] -2-phenylmethyl-l- 
piper idinecarboxamide , 

(+/_)_ (trans) -N- {3 -acetylphenyl) -3- [ [4- [ {4-f luorophenyl) 
methyl] -1-piperidinyl] methyl] -2-phenylmethyl-l- 
piper idinecarboxamide , 

( + /_) _]Sj_ (3-cyanophenyl) -3- [ [4-[ {4-f luorophenyl) methyl ] -1- 
piperidinyl] methyl] -3 , 4-dihydro-2 {IH) isoquinoline- 
carboxamide , 

(+/-) -N- (phenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] methyl] -3 , 4-dihydro-2 (IH) 
isoquinolinecarboxamide, 

(+/_) _N- (3-methoxyphenyl) -3- [ [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] methyl] -3 , 4-dihydro-2 (IH) isoquinoline- 
carboxamide , 

(+/_)_3_[[4_[ (4-f luorophenyl) methyl] -1-piperidinyl] methyl] - 
1,2,3, 4-t€trahydro-2- (phenylacetyl) isoquinoline. 
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(+/-)-3-[[4-[ (4-fluorophenyl) methyl] - 1 -piper idinyl] methyl] - 

1,2,3, 4-tetrahydro-2- (phenylmethylsulf onyl) isoquinoline. 



5 ( + /-) -Phenyl -3- [ [4- [ (4-fluorophenyl) methyl] -1-piper idinyl] 
methyl] -3 , 4-dihydro-2 (IH) isoquinolinecarboxylate. 



(+/-) -N- (4-cyanophenyl) -3- [ [4- [ (4-fluorophenyl) methyl] -1- 
piperidinyl ] methyl] -3 , 4-dihydro-2 (IH) isoquinoline- 
1 0 carboxamide , 



(+/-) -N- (4-fluorophenyl) -3- [ [4- [ (4-f luorophenyl) methyl ] -1 - 
piperidinyl] methyl] -3 , 4-dihydro-2 (IH) isoquinoline- 
carboxamide , 



J ( + / - ) -N- ( 3 -cyanophenyl ) -3 - [ 2 - [ 4 - [ (phenyl ) methyl ] - 1 - 
13 piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) -isoquinoline- 

carboxamide , 

^0 (+/-) -3- [ [4- [ (phenyl) methyl] -1-piperidinyl] ethyl] -1 , 2 , 3 , 4- 
tetrahydro-2- (phenylsulf onyl) isoquinoline, 

(+/-) -N- (4-fluorophenyl) -3- [2- [4- [ (phenyl) methyl] -1- 
O piperidinyl] ethyl] -3 , 4-dihydro-2 ( IH) -isoquinoline- 

2 5 carboxamide , 



(+/-) -N- (phenyl) -3- [2- [4- [ (phenyl ) methyl ] -1-piperidinyl] 
ethyl] -3, 4-dihydro-2 (IH) -isoquinolinecarboxamide, 

30 (+/-)-3-[ [4-[ (phenyl) methyl] -1-piperidinyl] ethyl] -1,2, 3,4- 
tetrahydro-2- (2-thiophenesulf onyl) isoquinoline, 

(+/-)-3-[ [4-[ (phenyl ) methyl] -1-piperidinyl] ethyl] -1,2, 3,4- 
tetrahydro-2- (phenacetyl) isoquinoline, 

35 

(+/-) -N- ( 3 -methoxyphenyl ) -3- [2- [4- [ (phenyl ) methyl ] -1- 

piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) -isoquinoline- 
carboxamide. 
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(+/-) -N- (phenyl) -3- [2- [4- [ {4-fluorophenyl) methyl] -1- 

piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) -isoquinoline- 
carboxaraide , 

(+/-) -N- {3-methoxyphenyl) -3- [2- [4- [ (4-f luorophenyl) methyl ] -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) -isoquinoline- 
carboxamide, 

(+/-) -N- (3-cyanophenyl) -3- [2- [4- [ (4-f luorophenyl) methyl] -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) -isoquinoline- 
carboxamide , 

(+/-) -3- [ [4- [ (4-fluorophenyl) methyl] -1-piperidinyl] ethyl] - 

1,2,3, 4-tetrahydro-2- (phenylmethylsulf onyl) isoquinoline, 

(+/-) -Phenyl-3- [2- [4- [ (4-f luorophenyl) methyl] -1- 

piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) -isoquinoline- 
carboxylate , 

( + /-) -N- (3-carboethoxyphenyl) -3- [2- [4- [ (phenyl) methyl] -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) -isoquinoline- 
carboxamide , 

( + /-) -N- (3-carboethoxyphenyl) -3- [2- [4- [ (4-fluorophenyl) 
methyl] -1-piperidinyl] ethyl] -3 , 4-dihydro-2 ( IH) - 
isoquinolinecarboxamide , 

( + /-) -N- ( 3 -cyanophenyl ) -4- [2- [4- (phenylmethyl) -1-piperidinyl] 
ethyl] -3 , 4-dihydro-2 (IH) -isoquinolinecarboxamide, 

(+/-)-4-[2-[4- (phenylmethyl) -1-piperidinyl] ethyl] -3,4- 
dihydro-2 ( IH) phenyl sulf onyl isoquinoline, 

( + /-) -N- (4-fluorophenyl) -4- [2- [4- (phenylmethyl) -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) - 
isoquinolinecarboxamide. 
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(+/-) -N- (phenyl) -4- [2- [4- (phenylmethyl ) -1-piperidinyl] ethyl] - 
3 , 4-dihyd.ro-2 (IH) -isoquinolinecarboxamide, 

(+/-) -N- ( 3 -methoxyphenyl } -4- [2- [4- (phenylmethyl) -1- 

piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) -isoquinoline- 
carboxamide , 

(+/-) -Phenyl-4- [2- [4- (phenylmethyl) -1-piperidinyl] ethyl] -3 , 4- 
dihydro-2 (IH) -isoguinolinecarboxylate, 

(+/-) -4- [2- [4- (phenylmethyl) -1-piperidinyl ] ethyl] -3,4- 
dihydro-2 ( IH) phenacetyl isoquinoline, 

(+/-) -N- {3-cyanophenyl) -4- [2- [4- (4-f luorophenylmethyl) -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) -isoquinoline- 
carboxamide, 

(+/-)-4-[2-[4- (4-f luorophenylmethyl) -1-piperidinyl] ethyl] - 
3 , 4-dihydro-2 (IH) - [phenyl] sulfonyl isoquinoline, 

(+/-)-4-[2-[4- (4-f luorophenylmethyl) -1-piperidinyl] ethyl] - 
3 , 4-dihydro-2 (IH) [phenacetyl] isoquinoline, 

(+/-)-4-[2-[4- (4-f luorophenylmethyl) -1-piperidinyl] ethyl] - 
3 , 4-dihydro-2 (IH) - [phenylmethyl] sulf onylisoquinoline , 

(+/-) -N- (4-carbethoxyphenyl) -4- [2- [4- (4-f luorophenylmethyl) - 
1-piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) -isoquinoline- 
carboxamide, 

{+/-) -N- (4-f luorophenyl) -4- [2- [4- (phenylmethyl) -1- 
piperidinyl] ethyl] -3 , 4-dihydro-2 (IH) - 
isoquinolinecarboxamide, 

(2R) -2-{ [4- (4-fluorobenzyl) -l-piperidinyl]methyl}-4- [ (2i?) - 

3,3, 3-trif luoro-2-methoxy-2-phenylpropanoyl]morpholine. 
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(2i?) -N- (3-acetylphenyl) -2-{ [4- (4-f luorobenzyl ) -1- 
piper idinyl ] methyl } -4-inorpholinecarboxamide , 



5 



{2R) -2-{ [4- (4-f luorobenzyl) -1-piper idinyl] methyl (3- 
methoxyphenyl ) -4-morpholinecarboxamide, 



(2i?) -W- {3-cyanophenyl) -2-{ [4- (4-f luorobenzyl) -1- 
piperidinyl ] methyl } -4 -morpholinecarboxamide , 

10 (2i?) -2-{ [4- (4-f luorobenzyl) -1-piperidinyl] methyl} -JJ- (4- 
f luorophenyl ) -4 -morpholinecarboxamide , 

(2J?) -2- { [4- (4-f luorobenzyl) -l-piperidinyl]methyl} -i\7'-phenyl-4- 
morpholinecarboxamide , 



(2i?) -iV- (3-cyanophenyl) -2-{ [ (3S) -3- (4- 

f luorobenzyl ) piper idinyl ] methyl } -4- 
morpholinecarboxamide , 

20 (2i?) -iV- (3-acetylphenyl) -2-{ [ (35) -3- (4- 

f luorobenzyl ) piper idinyl ] methyl } -4 - 
morpholinecarboxamide , 

(2R) -iV-( 3-acetylphenyl) -2 -{ [ (3S)-3-(4- 
25 f luorobenzyl) piper idinyl] methyl}- JV/'- phenyl -4- 

morpholinecarboxamide , 

3-{ [3- {4-f luorobenzyl) -1-pyrrolidinyl] methyl} -N-phenyl-1- 
piper idinecarboxamide , 

30 

N- (3-cyanophenyl) -3-{ [3- (4-f luorobenzyl) -1- 

pyrrol idinyl ] methyl } -1-piper idinecarboxamide, 

(3-acetylphenyl) -3-{ [3- (4-f luorobenzyl) -1- 
3 5 pyrrol idinyl ] methyl } - 1 -piper idinecarboxamide , 

3-{ [ (35) -3 - (4-f luorobenzyl )piperidinyl] methyl}- IV^- phenyl- 1- 
piperidinecarboxamide , 



15 
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(3-cyanophenyl) -3- { [ (3S) -3- (4-f luorobenzyl ) piperidinyl] 
methyl} -1-piperidinecarboxamide, 

5 N- (3-acetylphenyl) -3-{ [ (3S) -3- {4-f luorobenzyl) piperidinyl] 
methyl }-l-piperidinecarboxainide, 

tejTt-butyl 4- [ (3-cyanoan.ilino) carbonyl] -2-{ [4-(4- 
f luorobenzyl ) -1-piperidinyl ] methyl } -1- 
10 piperazinecarboxylate, 

N- (3-cyanophenyl) -3-{ [4- (4-f luorobenzyl) -1- 

piperidinyl ] methyl } -l-piperazinecarboxamide 
dihydrochloride , 

15 

4 -benzyl -iyr- {3-cyanophenyl} - 3-{ [4- (4-f luorobenzyl) -1- 
piper idinyl ] methyl } -l-piperazinecarboxamide , 

4-acetyl-N- (3-acetylphenyl) -3-{ [4- (4-f luorobenzyl) -1- 
2 0 piperidinyl ] methyl } - 1 -piperaz inecarboxamide , 

tert-butyl 4- [ ( ani lino) carbonyl ] -2-{ [4- (4-f luorobenzyl) -1- 



25 tert-butyl 4- [ (3-methoxyanilino) carbonyl] -2-{ [4- (4- 
f luorobenzyl } -1-piperidinyl ] methyl } -1- 
piperazinecarboxylate , 

tert-butyl 4- [ (3-acetylanilino) carbonyl] -2-{ [4- (4- 



piperaz inecarboxylate , 

3-{ [4- (4-f luorobenzyl) -l-piperidinyl]methyl} - I\7-phenyl-l- 
piperaz inecarboxamide dihydrochloride , 



3-{ [4- (4-f luorobenzyl) -1-piperidinyl] methyl}- N- {3- 

methoxyphenyl) -l-piperazinecarboxamide dihydrochloride. 



piperidinyl ] methyl } -1-piperazinecarboxylate, 



30 



f luorobenzyl) - 1-piperidinyl] me thyl } -1- 



35 
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N- (3-acetylphenyl) -3-{ [4- (4-f luorobenzyl) -1- 

piper idinyl ] methyl } - 1 -piperaz inecarboxamide 
dihydrochloride, and 



5 



4-benzyl-W- (3-cyanophenyl) -3-{ [4- (4-f luorobenzyl) -1- 
piper idinyl ] methyl } -1-piperazinecarboxamide . 



41. A pharmaceutical composition comprising a 
pharmaceutically acceptable carrier and a therapeutically 

10 effective amount of a compound according to Claim 1. 

42. A pharmaceutical composition comprising a 
pharmaceutically acceptable carrier and a therapeutically 
effective amount of a compound according to Claim 11. 



43 . A method for modulation of chemokine receptor 
1;K activity conprising administering to a patient in need 
II thereof a therapeutically effective amount of a compound 
^Xl according to Claim 1 . 

=; 44. The method according to Claim 43, wherein R^, r9', 

t Rio, Rii, r11' and R^^ of the compound according to Claim 1 
ll are H. 

ijs 45. The method according to Claim 44, wherein 

modulation comprises contacting a CCR3 receptor with an 
effective inhibitory amount of the compound. 

46. A method for treating or preventing inflammatory 
3 0 disorders comprising administering to a patient in need 

thereof a therapeutically effective amount of a compound 
according to Claim 1 . 

47. The method according to Claim 46, wherein R^, R^', 
35 r1°, R^l, R^^' and R^^ ©f the compound according to Claim 1 

are H. 

48. The method according to Claim 46, wherein the 
disorder is selected from asthma, allergic rhinitis, atopic 
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dermatitis, inflammatory bowel diseases, idiopathic pulmonary 
fibrosis, bullous pemphigoid, helminthic parasitic 
infections, allergic colitis, eczema, conjunctivitis, 
transplantation, familial eosinophilia, eosinophilic 
5 cellulitis, eosinophilic pneumonias, eosinophilic fasciitis, 
eosinophilic gastroenteritis, drug induced eosinophilia, HIV 
infection, cystic fibrosis, Churg-Strauss syndrome, lymphoma, 
Hodgkin's disease, and colonic carcinoma. 

10 49. The method according to Claim 48, wherein the 

disorder is selected from asthma, allergic rhinitis, atopic 
dermatitis, and inflammatory bowel diseases. 



50. 



The method according to Claim 49, wherein the 



disorder is asthma. 
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